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Development of curative treatment for non-small cell lung cancer harboring ROS1
fusion gene.
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The cell lines ABC-26 (parental Iine% and ABC-20 (resistant line) were
established from pleural fluid of ROS1 fusion gene-positive lung cancer patients before and 6 months
after crizotinib (ROS1 inhibitor) treatment, respectively. Both ABC-20 and ABC-26 remained
sensitive to lorlatinib, a second-generation ROS1 inhibitor (I1C50; 0.039 p M), while ABC-20 was
resistant to crizotinib (1C50; 0.767 p M). (IC50; 0.008 py M, 0.0002 p M), and the results of Western
Blotting showed similar results. This suggests that lorlatinib is an effective drug both before and
after crizotinib resistance. Based on these results, we validated the results using the Xenograft
model, and found that lorlatinib had a strong tumor-reducing effect, although crizotinib did not
have a tumor-reducing effect in the model using the resistant ABC-20 strain.
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